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The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 



THE REPLY FILED Mar 2 7^ 2003 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 
Therefore, further action by the applicant is required to avoid the abandonment of this application. A proper reply to a final 
rejection under 37 CFR 1.113 may only be either: (1 ) a timely filed amendment which places the application in condition for 
allowance; (2) a timely filed Notice of Appeal (with appeal fee); or (3) a timely filed Request for Continued Examination 
(RCE) in compliance with 37 CFR 1.114. 

THE PERIOD FOR REPLY [check only a) or b)] 

a) H The period for reply expires 3 months from the mailing date of the final rejection. 

b) n The period for reply expires on: 0 ) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever 

is later. In no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the 

final rejection. ONLY CHECK THIS BOX WHEN THE FIRST REPLY WAS FILED WITHIN TWO MONTHS OF THE FINAL REJECTION. 

See MPEP 706.07(f). 

Extensions of time may be obtained under 37 CFR 1 .1 36(a). The date on which the petition under 37 CFR 1 .1 36(a) and the appropriate 
extension fee have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The 
appropriate extension fee under 37 CFR 1 .17(a) is calculated from: (1) the expiration date of the shortened statutory period for reply originally 
set in the final Office action; or (2) as set forth in (b) above, if checked. Any reply received by the Office later than three months after the 
mailing date of the final rejection, even if timely filed, may reduce any earned patent term adjustment. See 37 CFR 1 , 704(b). 

I.n A Notice Of Appeal was filed on . Appellant's Brief must be filed within the period set forth in 

37 CFR 1.192(a), or any extension thereof (37 CFR 1.191(d)), to avoid disnnissal of the appeal. 

The proposed amendment(s) will not be entered because: 

(a) □ they raise new issues that would require further consideration and/or search (see NOTE below); 

(b) n they raise the issue of new matter (see NOTE below); 

(c) □ they are not deemed to place the application in better form for appeal by materially reducing or simplifying the 

issues for appeal; and/or 

(d) □ they present additional claims without canceling a corresponding number of finally rejected claims. 
NOTE: 



Applicant's reply has overcome the following rejection(s): 



4.n Newly proposed or amended claim(s) would be allowable if submitted in 

a separate, timely filed amendment canceling the non-allowable ciaim(s). 

5.1X1 The a) D affidavit, b) D exhibit, or c) K request for reconsideration has been considered but does NOT place the 
application in condition for allowance because: 
See attached sheet 



6. □ The affidavit or exhibit will NOT be considered because it is not directed SOLELY to issues which were newly raised 
by the Examiner in the final rejection. 

For purposes of Appeal, the proposed amendment(s) a)(Xl will not be entered or bjD will be entered and an 
explanation of how the new or amended claims would be rejected is provided below or appended. 

The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: 

Claim (s) objected to: 708 

Claim{s) rejected: 92-107 

Claim(s) withdrawn from consideration: 109- 139 

8. □ The proposed drawing correction filed on is a) □ approved or b) □ disapproved by the Examiner. 

9. n Note the attached Information Disclosure Statement(s) (PTO-1449) Paper No(s). . 

lO.n Other: 
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The proposed amendment and request for reconsideration has been considered but does not place 
the application in condition for allowance because: 

A) hi response to applicant's arguments against the references individually, one cannot 
show nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). Applicant also argues that there is 
no motivation to combine the references. This argument is not persuasive, especially in the 
presence of strong motivation provided by Anderson et al since Anderson et al. state, "The 
present invention relates to improved screening assays for therapeutic agents useful in the 
treatment of type 2 diabetes meUitus, by comparing the levels of one or more indicators of altered 
mitochondrial function." (Abstract, lines 1-6). Same logic is apphcable to all other references as 
well. 

B) Applicant argues that instant claims neither recites nor embody "MPT" or "energy 
transfer", as taught by Marban et al reference. This argument is not persuasive. In the presence of 
"comprising" language of the claim, any additional step(s) or materials can be included in the 
claimed invention. 

C) In response to applicant's argument that the examiner's conclusion of obviousness is 
based upon improper hindsight reasoning, it must be recognized that any judgment on 
obviousness is in a sense necessarily a reconstruction based upon hindsight reasoning. But so 
long as it takes into account only knowledge which was within the level of ordinary skill at the 
time the claimed invention was made, and does not include knowledge gleaned only from the 
applicant's disclosure, such a reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 
170 USPQ 209 (CCPA 1971). 



D) Applicant then argues the 103 rejection is improper because it is "obvious to try" 
and lacks a reasonable expectation of success. 

With regard to the "obvious to try" argument, The MPEP 2143.02 states 
"Obviousness does not require absolute predictability, however, at least some degree of 
predictability is required. Evidence showing there was no reasonable expectation of success may 
support a conclusion of nonobviousness. In re Rinehart , 531 F.2d 1048, 189 USPQ 143 (CCPA 
19.76) (Claims directed to a method for the commercial scale production of polyesters in the 
presence of a solvent at superatmospheric pressure were rejected as obvious over a reference 
which taught the claimed method at atmospheric pressure in view of a reference which taught the 
claimed process except for the presence of a solvent. The court reversed, finding there was no 
reasonable expectation that a process combining the prior art steps could be successfully scaled up 
in view of unchallenged evidence showing that the prior art processes individually could not be 
commercially scaled up successfully.). See also Amgen, Inc. v. Chugai Pharmaceutical Co 927 
F.2d 1200, 18 USPQ2d 1016 (Fed. Cir.), cert, denied , 502 U.S. 856 (1991) (hi the context of a 
biotechnology case, testimony supported the conclusion that the references did not show that 
there was a reasonable expectation of success. 18 USPQ2d at 1022, 1023.); In re O'Farrell , 853 
F.2d 894, 7 USPQ2d 1673, 1681 (Fed. Cir. 1988) (The court held the claimed method would 
have been obvious over the prior art relied upon because one reference contained a detailed 
enabling methodology, a suggestion to modify the prior art to produce the claimed invention, and 
evidence suggesting the modification would be successful.)." 

There is no evidence of record submitted by applicant demonstrating the absence of a 
reasonable expectation of success. There is evidence in the Anderson et al. reference of the 
enabling methodology, the suggestion to modify the prior art, and evidence that a number of 



different agent that alters mitochondrial permeability transition (Abstract and Claims 1-3 and 87) 
were actually experimentally studied and found to be functional. . 

Anderson et al also teach cyclophilin D polypeptide and adenine nucleotide translocator 
polypeptide as mitochondrial membrane component which can naturally interact and bind to each 
other (Claims 23 and 91 and Column 3, lines 49-62). 

Anderson et al teach the identification of an agent by comparing the altered mitochondrial 
function in presence and absence of the candidate agent (Claims 1-3). 

Anderson et al teach a method for altering survival of a cell, comprising contacting a cell 
with an agent under conditions and for a time sufficient to modulate cell survival and alter MPT 
(Example 1). This evidence of functionality trumps the attorney arguments, which argues that 
Anderson reference is an invitation to research, since Anderson steps beyond research and shows 
the functional product. 




